
SUBSTITUTE SHEET (RULE 26) 



' Z F~X~H=n 3Q 




WO 03/057258 PCT/CA03/00014 



2/35 



T* n=i -3fk Lf ree (L bound ) 



^off 



^on'j^ ( '-bound) 1 



° ff ^ C-bound) 2 



^or/jU^ ( '-bound) 1 
Lfree ^1^2 

( Abound ) 2 
^on!!^ ( Abound) 1 




^off 1 



tree ^ /, > 9 

K on 2 



K off 2 \ /I \r> 

V L bound/^ 



SUBSTITUTE SHEET (RULE 26) 



10/500878 

WO 03/057258 M W PCT/CA03/00014 



3/35 



(0 

4) 




0,2 0,4 0,6 0,8 1 1,2 1,4 1,6 1,8 2 
1/Xcpmg. ms" 1 



EE 



.3 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

PCT/CA03/00014 



4/35 




V T CPMG' S " 



rl 




V^CPMG- sl 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



# 



10/500878 



PCT/CA03/00014 



5/35 



40 



CV2 
P=5 



20 



Glu58 














4 

• 


.i 


I I I 1 


"O 

• 


c 

1 



800 



V X CPMG' S 



1600 



40 



CN2 

P=5 



20 





Ile59 








*♦ 










• 


















'II 








o 

.1 — . 




800 


1 A CPUS' 


1600 

S" 1 




2400 













SUBSTITUTE SHEET (RULE 26) 



10/500878 



WO 03/057258 



I PCT/CA03/00014 



6/35 



~ 20 



CO 

(=t3 




800 1600 



_ 20 



CO 




800 1600 
iAcPMG. S _1 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

I PCT/CA03/00014 




800 1600 2400 



Glu57 




j 1 1 1 i i 

800 1600 2400 

iAcPMG. S _1 

SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

I PCT/CA03/00014 



8/35 



C*5 




1/ T CPMG. s 



-1 



2f! 



-5E 




WO 03/057258 



10/500878 

|PCT/CA03/00014 



9/35 



3 





SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



# 



10/500878 



I PCT/CA03/00014 



10/35 




500 



1000 1500 
lAcPMG. s_1 



CM 




500 



1000 1500 2000 
lAcPMG. s_1 



SUBSTITUTE SHEET (RULE 26) 



10/500878 




lAcPMG. s_l 

SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

PCT/CA03/00014 




WO 03/057258 



10/500878 

PCT/CA03/00014 



13/35 




1000 1500 
lAcPMG (s _1 ) 



2000 




1000 . 1500 

lAcPMG (s _1 ) 



2000 



SUBSTITUTE SHEET (RULE 26) 



10/500878 




2 - 

qI 1 > 1 1 

0 500 1000 1500 . 2000 

lAcPMG (s _1 ) 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



• 



10/500878 

PCT/CA03/00014 



15 / 35 




SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

| PCT/CA03/00014 



16/35 




0 0.2 0.4 0.6 0.8 1 1.2 1.4 1.6 1.8 2 

IAcpmg. nis -1 

Wr^ 7 7ft 

SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

PCT/CA03/00014 



17 / 35 



12 



A 



0=5 



Glu57 



t ^ 

-at.* * ♦ T 




• • • • 



400 



-J L. 



800 



lAcPMC s 



1200 
-1 



0.62 s 



-l 



1600 2000 



15 



_ 10 



CO 



Glu58 




0,99 s 



-l 



J L 



400 



800 1200 
lAcPMG. S" 1 



1600 



2000 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



4 



0/500 

PCT/CA03/00014 



18/35 




800 1200 
lAcPMG. S _1 



1600 2000 



_ 10 7 



CO 




800 1200 
lAcPMG. S _1 



1600 



2000 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

&PCT/CA03/00014 



19 / 35 




Gln65 




0 400 800 1200 1600 2000 



lAcPMG. S" 1 

SUBSTITUTE SHEET (RULE 26) 



10/500878 




| | I I I I I I 1 1 

0 400 800 1200 1600 2000 



lAcPMC S"} 

\ 



Arg47 




0.35 s" 1 

0 400 • 800 1200 1600 2000 

lAcPMG. S "I 

SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 



PCT/CA03/00014 



21 / 35 




N 



M 



a 



CV2 

o 

H- 

o 

I 



CO 



as 

in 



$ in 



y-H C\2 CV2 CS2 C\2 CV^ 

Nsi 

SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/ 500 8 78 



PCT/CA03/00014 



22/35 



C\2 

P<=3 



30.0 
28.0 
26.0 
24.0 
22.0 
20.0 
18.0 
16.0 
14.0 
12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



mCla4 



Residue 12 " 



+Cdc42 



T Cdc42+cCla4 
« *- 



o 



500 



1000 



1500 



CPMG (Hz) 



2000 



PC? 



30.0 
28.0 
26.0 
24.0 
22.0 
20.0 
18.0 
16.0 
14.0 
12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



- mCla4 


1— 1 

Residue 7 ; 


- +Cdc42+cCla4 

i 1 


« . 1 ■ 



0 



500 



1000 



1500 



2000 



CPMG (Hz) 



SUBSTITUTE SHEET (RULE 26) 



10/500878 



WO 03/057258 



PCT/CA03/00014 



23/35 



30.0 
28.01- 
26.0 
24.0 
22.0 



mSte20 



nr 180 

^ 16.0 
14.0 
« 12.0 

10.0 he-e-o, 
8.0 - 
6.0 - 
4.0 
2.0 
0.0 



+Cdc42 



+Cdc42+cSte20 



Residue 12 




o 



0 



500 



1000 1500 

CPMG (Hz) 



2000 



30.0 
28.0 
26.0 
24.0 h 
22.0 
20.0 
"^T 18.0 
^ 16.0 

#14-0 
« 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



mSte20 



+Cdc42 



+Cdc42+cSte20 



Residue 7 - 




o 



500 



1000 1500 2000 

CPMG (Hz) 



SUBSTITUTE SHEET (RULE 26) 



10/500878 

WO 03/057258 ^^PCT/CA03/00014 

24/35 



CRIB CONSENSUS 

-4 1 

i i 

CaCla4 SVLTGGNSGVjG 



ISXPXXFXHXXHVG 



10 15 

I I 



25 30 35 40 44 



EVNlkjlTI 


.1 , ,.u, jvj .t_v i'i 


ID-DNGSYTGLPIEWERLLSASGIT 






SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

IpCT/CA03/00014 



25/35 



£3 



CN3 

0=5 



30.0 
28.0 h 
26.0 
24.0 h 
22.0 
20.0 
18.0 
16.0 
14.0 
12.0 
10.0 

8.0 

6.0 

4.0 

2.0 

0.0 
0 



mSte20 



Residue 13 



#off=680 s 



-l 



- Onq 



800 MHz 

—8 "D 



1000 



500 MHz 



CPMG (Hz) 



2000 



3000 



30.0 
28.0 



26.0 h 
24.0 
22.0 
20.0 
18.0 



- mSte20 



tS3 

^ 16.0 
#14.0 
12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



Residue 15 - 



J off =1370 s" 1 : 



_ o 



^ 800 MHz 

& 



500 MHz 



o 



1000 



2000 



3000 



CPMG (Hz) 



-IBB 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/50087® 

>PCT/CA03/00014 



26/35 





on a 

30.0 






28.0 


- 




26.0 






24.0 






22.0 


- 




20.0 






18.0 






16.0 






14.0 






12.0 


— 




10.0 






8.0 






6.0 






4.0 






2.0 






0.0 





mCla4 



Residue 13 



m • • • • 



800 MHz 

-© o o 



500 MHz 



1000 2000 

CPMG (Hz) 



3000 



-1GC 



30.0 
28.0 
26.0 
24.0 
22.0 
20.0 
3* 18.0 
16.0 
#14.0 
« 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



mCla4 



Residue 15 - 



800 MHz 



1 _0_ Tr P_g_ e _ CT ^^__ Q Q Q ^ 



• • • 



500 MHz 



o 



1000 2000 

CPMG (Hz) 
_ TE1 



3000 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

IpCT/CA03/00014 



27/ 35 




O 
H- 

i 





o 
















* 


















J© ®> 

O 





LTD 



CO 



05 



CO 



£3 |t 



H 



CV2 



CN2 



CV2 



CN2 



N 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



# 



10/5008 



PCT/CA03/00014 



28 / 35 



C\2 

+ 

C\2 
CD 

GO 
O 





ft " 



























CO 



cd 




o* 

CO 




7.5 7.3 7.1 
7 777 


Z>- 


t 


8.3 8.1 7.8 


H 


od 




od 




CJS 





W mf -~**f~> Ml, «# WW • « CN2 

j < ^— h ^ — | — j — | CN2 CN3 



N 



si 



CV2 

4- 
o 

CV2 
CD 
-t-J 
CO 

a 



* 



o 

0 



9 



6 
0 



0. 



0 



o 

.0^1 



CO 



S3 



C^ ^ C\2 ?3 oS WW 00 



Ngi 

SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/5f)0878 

PCT/CA03/00014 



29/35 



e-a 



30.0 
28.0 
26.0 
24.0 
22.0 
20.0 
18.0 
16.0 

#14.0 
« 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



— 1 


— i 1 

Residue 12 


1 ! 


- 

complex 


• - 


- 


- free 


u — e - — 




• 




1 



0 



500 



1000 1500 

CPMG (Hz) 



2000 

-1BA 



30.0 
28.0 
26.0 
24.0 
22.0 
20.0 
"Sg 18.0 
16.0 

#14.0 
« 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



__CL_JX 



Residue 12 



K on =820.1 s ] 



*•-©, 



800 MHz 



-x> & 



"8" 



500 MHz 



o 



500 



1000 1500 

CPMG (Hz) 



2000 



'JIBE 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 



PCT/CA03/00014 



30/35 



28.0 h 
26.0 
24.0 
22.0 
20.0 

"ST 18 -° 
16.0 

#14.0 

<=* 12.0 

10.0 

8.0 

6.0 

4.0 

2.0 



. o 

b 6-s- 



Residue 13 



complex 

~8~ 



-O- VUlU^l^A 

—8 rr 



% * * • » • • »- 



free 



o 



500 



1000 1500 

CPMG (Hz) 



2000 



30.0 



Residue 13 



26-0 , 0 

24.0 n^rr-^aL^ Jr 0 ff =2053 '° s 



22.0 
20.0 h 
3* 18.0 
^ 16.0 
14.0 
« 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 




1 - 



0 



-^o 



800 MHz 



8~ 



500 MHz 



500 



1000 1500 2000 

CPMG (Hz) 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

^PCT/CA03/00014 



31 /35 



28.0 



24.0 
22.0 
20.0 
3" 18.0 
16.0 

#14-0 
12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



, 1 — r 1 

Residue 12 


■ 


complex 

~ 5 ~°-e-0-«^ 1 






• • • • 

free 




} i _i 





0 



500 



1000 1500 

CPMG (Hz) 



2000 

-19A 



30.0 
28.0 h 
26.0 
24.0 
22.0 
20.0 

Hf 18-0 
16.0 
#14.0 
w 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



K oif =374.6(365.1+123.6) s 1 - 



800 MHz 



o 



-8- -o. 

M m 



500 MHz 



o 



500 



1000 1500 

CPMG (Hz) 



2000 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

PCT/CA03/00014 



to 



30.0 
28.0 
26.0 
24.0 
22.0 
20.0 
18.0 
16.0 

#14.0 
« 12.0 
10.0 
8.0 
6.0 
4.0 
2.0 
0.0 



32/35 


T 

- 


■ "i — i 
Residue lo 


1 


- 

"Ko complex 






- ♦ * • # 1 • • 




— tt : 


• • • # 

. free 


—5 ' • 




i 


1 1 





0 



500 



1000 1500 

CPMG (Hz) 



2000 

-13C 





30.0 r 




28.0 - 




26.0 - 




24.0 - 




22.0 - 




20.0 - 




18.0 : 




16.0 - 




14.0 - 




12.0 - 




10.0 - 




8.0 - 
6.0 - 




4.0 - 




2.0 - 




0.0 L 



K ofi =621.2(617.5+53.7) s 1 : 



800 MHz 




— e- 



500 MHz 



500 



1000 1500 2000 

CPMG (Hz) 

-hx i r-, 7 £7/7 



SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



10/500878 

IPCT/CA03/00014 



33/35 











i— =1 


















E — i 


E— i 


















55 




C=>* 






O-i 












^ 












C_D 




M — 1 


CLP 


C_D 


-r-H 
-1 — > 

O 


















o 




C_J> 













E — i 




q 
:> 

CO 



CO 

e 

CO 
CO 



CO 



CO 



Px3 
CO 



P^4 

CO 



IE 

H 

4~ 



SUBSTITUTE SHEET (RULE 26) 



10/500878 

WO 03/057258 WM H^PCT/CA03/00014 

34 / 35 




SUBSTITUTE SHEET (RULE 26) 



WO 03/057258 



m 



Retfd PCT/PTO 07 JUL 2004 

•10/J5Q0878 
PCT/CA03/00014 



35/35 




SUBSTITUTE SHEET (RULE 26) 



